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Box No. II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international sea’rch:report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. D Claims Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

2. [:I Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. g Claims Nos.: 7, 22-35, 42, 45, 46
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No.III  Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

-**_Please See Supplemental Page-***-

—

. D As all required additional search fees were timely paid by the applicant, this international search;report covers all searchable
claims. s v

2. D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees. :

3. D As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. E No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Groups 1+: Claims 1-6, 8-12, 16, 20, 36-41, 43, 44, SEQ ID NO: 16

'Remark on Protest D - The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

D The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.
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-***.Continuation of Box No. Ill - Observations where unity of invention is lacking:

This application contains the following inventions or groups of inventions which are not so linked as to form a single general inventive
concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees must be paid.

Groups I+: Claims 1-6, 8-12, 16, 20, 36-41, 43, 44, SEQ ID NO: 16 are directed toward a transcription activator-like effector nuclease
(TALEN) protein that binds to a dystrophin gene; and a method of correcting a mutant gene in a cell, the method comprising
administering to a cell containing a mutant gene a first TALEN and a second TALEN, wherein the first TALEN binds to a first binding
region and a second TALEN binds to a second binding region, wherein the first binding region and second binding region are located
within a target region and the first binding region and second binding region are not the same, wherein the correction of the mutant gene
comprises nuclease mediated non-homologous end joining, and wherein the correction restores the mutant gene.

SEQ ID NO: 16 will be searched without the payment of additional fees. Additional SEQ ID NOs can be searched updn the payment of
additional fees. An Exemplary Election would be: SEQ ID NO: 17. Failure to clearly identify how any paid additional invention fees are
to be applied to the "+" group will result in only the first claimed invention to be searched/examined.

Groups |+ share the technical features including a transcription activator-like effector nuclease (TALEN) protein that binds to a
dystrophin gene; and a method of correcting a mutant gene in a cell, the method comprising administering to a cell containing a mutant .
gene a first TALEN and a second TALEN, wherein the first TALEN binds to a first binding region and a second TALEN binds to a second
binding region, wherein the first binding region and second binding region are located within a target region and the first binding region
and second binding region are not the same, wherein the correction of the mutant gene comprises nuclease mediated non-homologous
end joining, and wherein the correction restores the mutant gene.

However, these shared technical features are previously disclosed by the article entitled 'Endonucleases: Tools To Correct The
Dystrophin Gene' by Rousseau, et al. (hereinafter 'Rousseau’) in view of the article entitled 'Modularly Assembled Designer TAL Effector
Nucleases For Targeted Gene Knockout And Gene Replacement In Eukaryotes' by Li, et al. (hereinafter 'Li'). Rousseau discloses a
transcription activator-like effector nuclease (TALEN) protein (page 523, left column, first paragraph; page 536, left column, second
paragraph to page 536, right column, first paragraph) that binds to a dystrophin gene (abstract; page 5386, left column, second
paragraph); and a method of correcting a mutant gene in a cell (abstract; page 536, left column, second paragraph; approximately
one-third of DMD patients have a point mutation that results in a nonsense codon and thus in the production of a truncated dystrophin
protein, which-cannot integrate in the dystrophin complex; specifically engineered endonucleases could be used to treat such patients),
the method comprising administering to a cell containing a mutant gene a first TALEN (page 523, left column, first paragraph; page 536,
left column, second paragraph to page 536, right column, first paragraph), wherein the correction of the mutant gene (abstract; page
536, left column, second paragraph) comprises nuclease mediated non-homologous end joining (abstract; page 523, left column, first
paragraph), and wherein the correction restores the mutant gene (abstract; page 523, left column, first paragraph; page 536, right
column, second paragraph; by selecting the right endonuclease targeting the right sequence, it could be possible to induce either
micro-deletions including a nonsense codon at the same time as maintaining the normal reading frame or INDELs, which restore the
reading frame in a gene with a frame shift mutation). Rousseau does not disclose administering to a cell containing a mutant gene a first
TALEN and a second TALEN, wherein the first TALEN binds to a first binding region and a second TALEN binds to a second region,
wherein the first binding region and second binding region are located within a target region and the first binding region and second
binding region are not the same. Li discloses administering to a cell containing a mutant gene (abstract; page 6315, left column, first
"paragraph) a first TALEN (abstract; to produce TAL effector nucleases (TALENSs) that, in pairs, bind adjacent DNA target sites; we used
this approach to engineer 10 dTALENS to target specific loci in native yeast chormosomatl genes) and a second TALEN (abstract; to
produce TAL effector nucleases (TALENS) that, in pairs, bind adjacent DNA target sites; we used this approach to engineer 10 dTALENs
to target specific loci in native yeast chormosomal genes), wherein the first TALEN binds to a first binding region (abstract; to produce
TAL effector nucleases (TALENS) that, in pairs, bind adjacent DNA target sites and produce double-strand breaks between the target
sequences) and a second TALEN binds to a second region (abstract; to produce TAL effector nucleases (TALENS) that, in pairs, bind
adjacent DNA target sites and produce double-strand breaks between the target sequences), wherein the first binding region and
$econd binding region are located within a target region (abstract; to produce TAL effector nucleases (TALENSs) that, in pairs, bind
adjacent DNA target sites and produce double-strand breaks between the target sequences) and the first binding region and second
binding region are not the same (abstract; to produce TAL effector nucleases (TALENS) that, in pairs, bind adjacent DNA target sites and
produce double-strand breaks between the target sequences). It would have been obvious to a person of ordinary skill in the art, at the
time of the invention, to have integrated the discovery of utilizing endonucleases, including TALENS, for restoring the function of mutated
genes, as previously disclosed by Rousseal, with the use of a pair of TALENS to stimulate non-homologous end-joining, as previously
disclosed by Li, since mutant gene restoration is achieved by non-homologous end-joining through the use of TALENS, as previously
disclosed by Rousseau, and Li further details the mechanism through which non-homologous end-joining is achieved. Additionally, the
use of TALENS to promote the restoration of gene mutations could have benfits in treating diseases involving the dystrophin gene,
including muscular dystrophy (Rousseau; page 536, left column, second paragraph; page 536, right column, second paragraph).

Since none of the special technical features of the Groups I+ inventions is found in more than one of the inventionsf, and §inge all o_f the
shared technical features are previously disclosed by the combination of the Rousseau and Li references, unity of invention is lacking.
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